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DETAILED ACTION 

This Office Action is in response to the Request for Continued Examination filed 
November 24, 2008. All previous rejections have been withdrawn unless stated below. 

The text of those sections of Title 35, U.S. Code not included in this action can 
be found in a prior Office action. 

Claims 

Claim Rejections - 35 USC § 103 - Obviousness (Previous Reiections) 

1) Claims 12-18, 20 and 21 were rejected under 35 U.S.C. 103(a) as being 
unpatentable over Lee et al. (Obesity Research 1998) in view of Chaput et al. 
(Biochemical and Biophysical Research Communications 2000). This rejection is 
maintained. 

Applicant's Arguments 

Applicant argues the ditherapy comprising a combination of metfomin and 
fenofibrate is more effective than monotherapy of each drug alone. The ditherapy is not 
a simple addition of the monotherapies, but rather a synergy. One of sl<ill in the art 
would not be motivated to combine the two compounds to treat obesity. 



Examiner's Response 
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Applicant's data from Table 3 appear to demonstrate only additive effects based 
on the error of the values, and there also appears to be some overlap between the 
fenofibrate body weight and the fenofibrate plus metformin body weight, where both 
encompass 48 grams. In regards to Table 2, the individual values for TO and T15 
appear additive when comparing the first 4 values. It is difficult to determine if there is 
any synergistic effect based on the percentages because the percentages are ratios 
and are reflective of the numbers for TO and T1 5 and not really the change in TO and 
T15 values. 

Declaration bv Jean-Louis Junien 

The declaration asserts the combination of metformin and fenofibrate significantly 
lower body weight gain and the results are superior to the effect of each drug alone. The 
combination of metformin and other acceptable salts of fenofibric acid would yield the 
same results. One of skill in the art would not be led to combine metformin and 
fenofibrate in a formulation to treat obesity. In addition one could not predict that such a 
particular combination would have a significant effect on body weight reduction as 
depicted in Table 3. The significance or relevance to combine these two compounds 
together is never disclosed. The combined disclosure never suggest mixing the two 
compounds together for the treatment of obesity and all of the references are related to 
various diseases or disorders without being specifically related to obesity. Other 
references teach each compound separately and as one of skill in the art, the Declarant 
asserts theses references cannot make the present invention obvious as a worker in 
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this field would not have any reason to presume the experimentally obtained effect on 
body weight reduction exhibited by the combined use of metformin and fenofibrate. 

Examiner's Response to the Declaration 

The Examiner disagrees and submits that the in regards to Lee et al. and Chaput et 
al., one of skill in the art would be motivated to combine the two compounds because 
they both promote weight loss in diabetic subjects. Generally, it is prima facie obvious to 
combine two compositions, each of which is taught by the prior art to be useful for same 
purpose, in order to form a third composition to be used for the very same purpose. The 
idea for combining them flows logically from their having been individually taught in the 
prior art. See MPEP 2144.06. Therefore one of skill in the art would logically combine 
the two components to treat obese subjects. In regards to the results in Table 3, as 
stated above, when comparing the results for fenofibrate and the combination of 
fenofibrate and metformin, it appears the two formulations have overlapping effects. The 
body weight gain for fenofibrate ranges from 46.2 to 57.8 and the body weight gain fro 
the combination ranges from 40.3 to 48.6. Therefore the two appear to have similar 
effects within the range of error. The addition of metformin with fenofibrate at the lowest 
range appears to be about the same as the formulation comprising both drugs. 
Therefore the combination of the two drugs appears to have an additive effect. 

Additionally, claims drawn to (unexpectedly) synergistic combinations of known 
ingredients must be factually supported by data commensurate in scope with the claims. 
See, In re Kollman . 201 USPQ 193 (C.C.P.A. 1979). The claims are not commensurate 
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in scope witli tlie results because tliey encompass drugs otiier tlian that disclosed by 
the table and the claims encompass amounts other than that disclosed by the 
Examples. Although the Declarant asserts that these drugs will provide the same 
results, there is no evidence provided to support this assertion. 

Claim Rejections - 35 USC S 103 - Obviousness (New Rejection) 

Claims 12, 14-18, 20 and 21 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Bonhomme et al. (US 6,372,790) in view of Lee et al. (Obesity 
Research 1998) and Chaput et al. (Biochemical and Biophysical Research 
Communications 2000). 

Bonhomme et al. disclose a pharmaceutical composition comprising metformin; a 
fibrate selected from fenofibrate and bezafibrate; and optionally one or more 
pharmaceutically acceptable exclplents for the treatment of non-insulin dependent 
diabetes. The weight ratio of the metformin and the fibrate ranges from 1 :1 to 20:1 . 
According to the invention, the medicinal combination is intended to refer either to a 
pharmaceutical composition, in which the two active principles are the essential 
constituents of the same composition, or to a kit comprising two separate compositions, 
the first comprising metformin or its pharmaceutically acceptable salt as sole active 
principle, and the second comprising fibrate as sole active principle (col. 4, lines 25-32), 
encompassing claims 16 and 17. Metformin comprises 100 to lOOOmg per unit dose 
and fenofibrate comprises 50 to 300 mg per unit dose. Daily dosages range from 100 to 
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2000 mg of metfornnin and from 50 to 600 mg of fenofibrate (col. 4, lines 45-59), 
encompassing claims 14, 15, 20 and 21 . 

The reference differs from the instant claims insofar as it does not disclose the 
combination is used to treat obesity. 

Lee et al. disclose metformin often promotes weight loss in patients with non- 
insulin-dependent diabetes mellitus by causing decreased food intake. The dosage 
ranged form 850 mg to 1700 mg. The reference differs from the instant claims insofar as 
it does not disclose treating obesity with a PPAR alpha agonist. 

Chaput et al. disclose fenofibrate decreases body weight in fatty Zucker rats. The 
fibrate compounds improve lipidic control (paragraph 0015). The reference differs from 
the instant claims insofar as it does not disclose metformin is used in combination with 
fibric acid derivatives to treat obesity. 

Non-insulin dependent diabetes Is usually associated with obesity. It would have 
been obvious to one of ordinary skill in the art to have used the compositions of 
Bonhomme et al. to treat obesity motivated by the desire to use a composition that 
treats diabetes as well as comprise metfomin and fenofibrate which have been 
disclosed in the art to promote weight loss. 



Claims 12, 14-18, 20 and 21 are rejected. 
No claims are allowed. 
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Any inquiry concerning tliis communication or earlier communications from the 
examiner should be directed to LEZAH W. ROBERTS whose telephone number is 
(571)272-1071 . The examiner can normally be reached on 8:30 - 5:00. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Frederick F. Krass can be reached on 571-272-0580. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Lezah W Roberts/ 
Examiner, Art Unit 1612 



/Frederick Krass/ 

Supervisory Patent Examiner, Art Unit 1612 



